The survival rate of control and c-jun ⌬li mice was followed after tumor induction ( Figure 3A) . Lethality of an RNase protection assay, which showed complete absence of c-jun mRNA in hepatocytes, whereas the c-jun f/f mice (controls) started already at 6 months and increased dramatically at 12 months of age. After 18 expression pattern of the other AP-1 family members was not changed ( Figure 1B) . In crude liver tissue of months, 60% of control mice but only 10% of c-jun ⌬li mice had died. Large tumor nodules were macroscopic-jun ⌬li mice, the nondeleted floxed allele of c-jun was still detectable, which is due to the lack of deletion cally visible in control mice 6 months after tumor induction ( Figure 3B ), and at later stages tumors occupied in nonparenchymal liver cells ( Figure 1A ). These data demonstrate that the Alfp-cre transgene leads to hepamost of the liver tissue (see Supplemental Figures S2E-S2G online at http://www.cell.com/cgi/content/full/112/ tocyte-specific deletion of c-jun in c-jun ⌬li mice. 2/181/DC1). The lethality of the control mice was due apoptosis in tumors ( Figure 5E ). This indicates that the survival function of c-Jun is required after tumor initiato primary liver tumors that finally led to liver failure. Metastases in the lung (see Supplemental Figure S2H ), tion. In addition, the survival function is independent from tumor promotion, since tumorigenesis was imwhich are also described for this carcinogenesis model (Vesselinovitch et al., 1984), were only rarely observed paired and apoptosis was increased in tumors of c-jun ⌬li* mice that had only been initiated, but not promoted in these animals and therefore did not contribute to lethality (data not shown). In contrast, tumor mass was (Figures 5C and 5E; see protocol in Figure 2C ). severely reduced in c-jun ⌬li mice ( Figure 3C ). Histologically, fewer eosinophilic tumors were found, and they Tumor Formation Is Not Impaired in JunAA Mice were much smaller than those in the control livers ( Fig Figure S4C ). Figure S4B ). Bcl-x L/S was not induced by TNF-␣ but was expressed at similar levels in control and c-jun Figure S4B ). This is consistent with recent findings that bcl-x L/S is not a direct To test whether stress kinases and p53 contribute to the increased apoptosis seen in c-jun ⌬li tumors, stress target gene of NF-B (Tang et al., 2001 ). However, we (control) and c-jun ⌬li* mice after tumor formation. Pb, mice that were promoted with Phenobarbital for 6 months; DENϩPb, mice that were initiated and promoted for 6 months; ⌬ late, mice that were initiated and promoted for 6 months. Then c-jun was deleted with poly I/C, and tumors were allowed to grow and to progress for an additional 3 months. 
